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(57) Abstract 

Novel preventives/remedies for hepatic cirrhosis or bile duct disappearance syndrome which contain as the active ingredient a Fas 
antagonist; and a preventive/therapeutic method. 
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w m s 

5 mmm 

10 F a s te, t h^^t^^SaT-^^^^^^LTtf^nfc^y O n—f)l$i 
& Z> F a s }/[#: (Yonehara S. ^ J. Exp. Med. , 
16 9t, 1 7 4 7 - 1 7 5 61. 1 9 8 9^) (C «fc o TlSlt $ ft, — -> 

x a> v^^-ju^aujiatce^TSiSfflfla^stiiiiTfes. i toh n. %§>\z 

iot, F a s ifr^F-A^D-— >^Sn. Fas ^4 5kDW»l±(Dl 
15 D , ^©7 S 7 tl^iJ/)^ b T N F l/t 7°^-7 7 i 'J - CltS C t^' 

mWLti (Cell, 6 6#, 2 3 3-2 4 31, 1 9 9 1 „ ^07, 
F a s it^Tt)^ □ — - >^$n, Fas raRNA^', ^7X»SW. 
IFF, Mi, 'L>B1> 9$m-V?£&LT^2>Z.£f>mt&£nrz. (Wa t anabe- 
Fukunagai, J. Immunol., 1 4 8#, 1 2 7 4- 1 2 7 91, 
20 1 9 9 2 c 

khFas'J*'/ m, F a s £f2Str SiMlflSK:** LTT# h-~>X £fSt#-T 
5W»filT. N a g a t a ^iZcfc 0 $8^£ ftfctf 'J 
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(Takahashi T. International I 



mmu n o 1 



ogy, 6«. 1 5 6 7- 1 5 7 41, 1 9 9 4^). thFasUA'/hli 
TNF77 ^ U-fZ JIT 6 5^1,^4 0 k D <D IISSFiaSfT, TNFi 
mmiZ. £#fi]T'3mft$:Bi&TZt%?LC,tlT^Z (Tanaka M. 
EMBO Journal, 1 4f, 1 1 2 9 - 1 1 3 51, 1 9 9 5 
thFas U^f>Htt7')/hFas U#>K (Suda T. ^, 
Cell. 7 5#, 1 1 6 9- 1 1 7 8H, 1 9 9 3^) WXFas'J^f>H 
(Takahashi T. Ce 1 1, 7 6#, 9 6 9 - 9 7 61. 1994 

t h F a s «m<7^Fa s fcfcSglKU 7tf 

hFa s UA'/h'S^^^Fa s 'J#>h*t>, thFas 

F a s ^^T^7^h-->X©ilflg|^->^>;Hsjg^t3^LTt) 
flF£#iiA,T;i3t). FasClMS, #l;f7^-f> (Death 
doma i n) t^tfns^tffiS^fflLTv^^^SfcttWSHTSH 

(ICE) Hlf t-J^Df7-WF a s W47# h-y^Cy^ 
fcjjlcfr5 L T Jd-^jIi^'tti>j^ft-^tlX-l-v-§.o 

5Eatf£S£©aefc£j&$g£fctr>T. F a s £;frT37* h 
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F a s / F a s U ^ > K ^Ii7 ^ h - y X W^Ottlflg. fttXit. 

l><2> (Kayagaki N. EBJfcftjS 28#, 6 6 7 - 6 7 5 1. 
1 9 9 6^) o 

•ft, ag&Jte. -7;U3-^P*S1*-> ^£&'ft< ^oJfltt, mft&%.Zt*<D<& 
(W i 1 son#!^) ICfrttbtlS (Kama t a, T. , B^lW^wfctSS 
8 0i, 1 5 6 1 - 1 5 6 21, 1 9 9 1^ Harada, T. , B*l*]f4^ 
8 01, 1563-1567 H, 1 9 9 1 Okudaira, 
15 M. , B^n^Wm 80i, 1 5 6 8- 1 5 7 11, 1 9 9 1 ¥) . 

sntt^^ 7feCT5te^T?*s (ffiitmmmmmcDfem '95- '96, 

20 N i wa H. mfc&. FF^'i£, Mu r aw a k i Y. 3 0 2 - 3 0 7 

H, 1 9 9 7^) . 
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tsmmmv>fkm^t>ti. z\<r>mzftmu<F>m±ms%m{t* mw^cd 
5 mzizte®mmn±&wtfiiimL, mnmw^tmyt^. -^mmm 

m^Kfolkmmo^mmmit^Cotit^ (Nakanuma Y. , iff 
10 flB|& 2 6|, 363-370 H, 1 9 9 3?) . 

th$>z> 0 M&fe^mmmmia(DmM%mAzj:zmmmm^%£rmT: 

^t6tl5©(i, J/t&Sft: (antimitochondorial anti 

20 body, ama) ^mmtmm^xh^>mmh-n\z^n 

3 = (a-PBC) <h^# (s-PBC) \zftm 

£ftT^s. ^swictt. -»P$*M«ati4 o~s o //m©^*®* 
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&w& j &mw&: (cnsdc) tf&c*mz&m&t£fflm.m&-c&z>. z.n*>m. 

^Si^tCifc^. M.WWiScheuer^l:«tO. IWCNS 
DCC53fl©I,f.n5^)t(i (CNSDC8B. florid duct lesi 
on) , ll«B^aHm@iiM*^WT/h^KmfF»tN^S:IS«?>*i^W (*fflHS@*i£ 
KB, ductular prol iferation) , III 9&tf$k&Ktii>ti*% 

io m^m* <Dm&(vmmt&f£&z>mm mi&m, s c a r r i ng) t-, ivaaa* 

WMM (Jff£I^$J, cirrhosis) {c#$g£ftTtr>£ (#±£=— 
(75*«0^SUfl&?NfkSg^Sn. M-'M-B, 3 5 6- 3 6 01, 1 9 9 3¥, 
EfU]Ig^, 3 2#, 151-157 M, 1 9 9 0^) . 
TOE, ^JiStLTtt»SWl:^^Vrt+y3-M (UDCA) & 

is ffl^btixi^^ ttmmt££\sTmfflfc J *tf&&'e&'o > ^i:(iSbf. it 

fTg^^tC.k 9&§**ltt^T£fct^0Jt>&5 (^B<A^if£rl 9 9 7, 
Hinohara S. mm%, fCfgllSIfrttfrRK^, T a n a k a N. *, 
408-409 M, 1 9 9 7^. Kaj iyama G. ^, 7 8# 

mvm (mmmmj-i h ^m^bi^) , 854-856 h, 

20 1 9 9 6 50 o 

MtycDfftmmm'&^Mz&^T f a s T^M^tim^tt^p^p^b 
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<t. ££im«tCto(^TF a s U#> h*©^^fcJ#^$nT^5dtt|*iffi 
^tlTl^ (Ryou K. mimm> 2 9#, 1 6 5 - 1 6 91, 
1 9 9 7 $) „ 2t>lzm$&T:te<y-1 )lZ>-\ilft&7:-teF a s yXfACJ: 

^7§'f4F a s £iiJ£T5;icb(zJ;3JFf£BWM^£ (4#MJ$^Pfj^fK!$ 
H§¥ 9 - 7 2 9 0 1 ) Stft h F a s U H^^^fig^i-rSTO/fe^J 
(M1WW9- 1 2 4 5 0 9) 7MH<bftW5. L^L/j^b, 
10 ±I2ffitW^ii:F as/Fas U#> K£ftLfc7# h- ifi&Sfc 
^fflSWIlH-^LT^S^t'^^ttfe^tLT^FTOT^O. Fa s7>^' 

H a r a d a, K. g&OT. Kuroki ^te/hstJJf Mt^ ©Mltt^W 
&tttC*5^T. 7# K-v'XaHIfeOttlLRtfF a s ©fgH^IESIIf «fc 0 fciSC 
15 fgMJtttlffS^^JWJff^^^t^Lfc (IffK. 3 8t> suppl. 
1 9 5 1, 1 9 9 6 $. Virchows Arch, 429 #, 119- 

i2 9i) o L^L^b, tmmmMmmmmwmizF as/Fasu 

> K£:ftLfc7# h — i/Xtf, jg& g L < ttfifl teffl £ Bg.fr l t ^ a ^ ^ n { j- 
fe^i LT^BJTfe 0 . F a s 7 X h (Ci;3j^f±MfrOT^cDTO 

20 • ^^jfsaienT^^t^ 
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5 *^^#e>«. HT®Sl*fe«flB^^*^l¥Si#«:^'5^< ■ Fas £^T£ 
7tf h-^7s<h^H^ScD^«^«W^LT#fc^\ ffF^££:teflI^8& 

ttet)^. ifmnu. tib»t'I» • fc-mmzm-t% b(D-c&z> 0 

10 ( l ) Fa s7>^3-7 h^W^^chT^ra^^^ttM^^^f^^ 
TO • feMh 

(2) itfifBF a s 7>^-X h^'F a s-Fa s U^> F<75£S'&ffiP$'JT ; 5#J 
It*?) ( 1 ) HbE$&(DTO • te»h 

(3) ifilBF a s 7 >^ ^ - X h^'F a s (D ( 2 

(4) fusBF a s 7>^^-X M*£iF a s U #> K#tf*T£>£ (1) £fcte 
( 2 ) lZtm<DWj • 

(5) MfBfF^IS^WhttfFlil^T*?) (1) ~ (4) (D^ti^iztm 

20 (6) mm?RmwwMmmmm%t-c$>z> (5) \zmm.<D^m • f&*»J. 

( 7 ) m! IB fll ^ ftj * £e & &■ # ft S ^ 88 ( " ct S E « ?8 3c JE f£ ^ t? * § 
SS^JI (l) ~ (4) co^T'n^^cSEifcWfiyj • teSBMPJ. 
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(8) ffllBF a s 7>?3""-7s h £&#TSJff&&£;fcteMEtB&-£^S* 

5 

% m * %m? % tz * & mm 

43, fll^^^^^^lWJftggc!: LTfsyndorome of clisapp 
earing intrahepatic bile due t sj , r<juc 
topeniaj, ["vanishing bile duct syndor 
ome (desease)j £fcte Tductpenic reject i o nj 

20 m<D%mmm-£tiT\,*%o 

mn-mm^ iz itmmmmmm^ * tz um^mmmmm^ £ ns . 
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Kit l < «. wMmmrmmm^ftwmmttez* 

mim^ iz « B MAT & £ f ;U X & 3feJFF8! ^ » C §! Jffifc ^ -r ;u X * *ffF 
5 |(Wi lsoni) S*F®22, al-7>fh'J^»^»iWSl 

o -r ;u x jfcjff® ^ £ &Jt<Dm<Djfti& v -r jut. * s n * . 

10 (Budd-Ch i ar i «e^) S^JTO^ SH#^t#^L^iR^li^M^* 

*£ * mt&3£ ifi^ * ti 5 = 
^*P$S14Jra^tCte^ Vi/*)\>u)\, (kwashiorkor) S^Jff®^ 

20 
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it¥wniz£ zm'gm&mmmiztev )i7 7%t tK^mn. t i o P r o 

n i nftttMe thyldop a^^S^JiT&'hllM^cD^t^ igjES 

10 fcM^^sns. 

:tlb©^,|!:*MT, F a s 7>^D--7x h^|Tfi:^TH5 
15 5«t-5(z. lfi^f;lilffiMK©IIfrf«fttt;5F a s £^ 

*HB¥9- 1 2 4 5 0 9#82«©^Jfi«»jOtx;i/TH, 74? h- v7s£f£3|-f£ 
F a s U #> K<7)#y£I!ch Lit h©*ffijfa*S«Blias^s taphylocc 

1 0 
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occal enterotoxin ffifflmzTtf h — 

3 I #S Z. £ itflT^ t T"> & f« LTHI). #58 co^Sfi^iJ ©IFF IS * tefllff i8 

&&*E^f£<7)^;UTteit&WftT# I — v^mH^Sfiix-^LTiseT. ffiWi 

3&><b, ftffFffiK&BB&SB. ftPI¥9 - 1 2 4 5 0 9#IZAE^£>T# I >-X(Z=fc 

10 m$¥-9 - 1 2 4 5 0 9^CtB*tCDT* I — vZ{z££JlT«cOTt-i£J£eiS-r 
*f6^Tffiffl$tl-5F a s T>^=f— X Fas 5:^57^ h — >-X 

* wu £ 5t>©T* Sb n«w sue $ n& ^ . 

15 MWtUFa s-Fas UA*>Fro^^Wlt?.W^So z:tl*> 
ti. Fas {c«fcSv^^;i/©^^*^ii<KM*t^n^©SF&Tig»rL, 
Fas/Fas'JiJ> K &£>$lf& * > #i:Fas 5M^7* 

h-^x^ffli^jTsfccoT^n^^tcPi^^n-r, Fasu #> k^l < « 

Fas ©f^ffl. *lfl£gL < tt^ig^frpSiir^fcW, FasUA'y 
20 L<teF a s*0IIS^#£tlSf£fflT5fc<Z>. FasU^>FtFas»IIIff 
ffl£»J-t£t>tf), Fa s iWiitif niffiS^fflt^iWlf t«)ffi5 
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.fcO^tetfHCti, F a s 7# h - £»JT3?£tt£WT&< 

5 F a sifc-##. ifiF a s ta<*> titF a s <J77>F£a^ FastKttFasU 

Fas 'J^>HWmRNA(C^1-§7>5 1 -fe>X^ l J^^^l/^^H\ Fas© 

^fPJTffl^F a s 7>^^'-X hiLTIt Fas^^t§ 
10 7# h-vX£fflfl]-r5M£*r"f 5, FasStfr j5iF a sta^Sfcli 
fciFa s U#> Kta###£U>. 

£ b(C, fciF a s IrEftiSfcliiaF a s U 77 > K 
©^n^'nScOF a s SfcttF a s U # > H^trClifrStri^W * L^. 
0flA(i. t hOf&SfcKltit: hd35fe(7)F a s £fc«:F a s 'J#> F^Jn^if^fci 
15 Mto^tathFa s iit{*:£ fcfcliafc h F a s U#> Kiri##$f£LO. 

**?$fim$. MZ-ttt h<Dfemut\i h»^b<2£#«R»t hinted 

20 m (CDR) hfi3feT£5<Z)rt*$Fi:L^. 

£ b(C»^ L< tt. S«lfiJt (reshaped) L/c t bMlnft (t h 

1 2 
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WO 9 5/ 1 3 2 9 3&££IBI££nT^5iSy$&7' -y -fe 1" & £ £ F a 
«\ Fab, F (ab'), > F vXttHit LilcDF v £— <fc5&ig 

ya&u >^j-i?ilri;s^-i±fev>^;i/5 1 i-i' >f v (scFv) fctefflfacta* 

P- 1 5 0 0 2) , 2 t>tc¥i&8^5£ 9 BttTISl^f&&>£H&3Ff££&'£L;fc 

l 3 
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(SffitfFERM BP- 5 5 3 5) /W7*'J K-7F9 19-9-l8Ci 
OM^^T'i'XF 9 19-9-1 8j5i#:^?£LlM?i]T'&£o 

#89!TfflHSiaF a s U#> Kia#£fcteifi;F a s ffittte, &*n£ffi£#Jffl 
LTf^T-S-i^tfcl^^c fiaj^OTIK^TOra^iiSWO 9 5/ 1 3 2 9 3 

5 s^ais^aiSi^M^aiwo 95/0229 omcf^BK^ffi^iBis^nT 

TSSii-rSCh^T'^S. ^^.(ill^^tbS^F^fBWO 9 5/ 1 3 2 9 30 

io mi. zti&h?x*mmm<»-M£-rz>o 



2jcfi^HfflV>5 1 Mfci/ufcte. Riechmann L. I. Nature, 
3 3 2#, 3 2 31, 1 9 8 8^, a-Dy/W^O 2 3 9 4 0 0 
^ffi. Quee n§, Proc. Natl. Acad. Sci. USA, 86 

ioo2 9§, i 9 8 9f, mimft&m&rmmwo 9 0 / 0 7 8 6 1 , 

15 BB&ftgffflffi&M&ffiWO 92/11018. Col, Proc. Natl. 
Acad. Sci. USA, 88 #. 2869 M, 1 9 9 1 Col, Nat 
ure, 351 #, 5 0 11. 1 9 9 lWCof, J. Immunol. , 

1 4 8#,_1_1_4_9M^ 1 9 9^^\ZE?6MilX}fl3^M^E^XM&T^^ 

ttfixtz. *wmmtez(D-zmz3\mi, zn^h-ox^mmmo-mt 
20 Irs- *mw<Dbmfcmtixi<$. m&mmm&m&mwo 9 7/02290 

©HJEWItM^^nT^S^^^^ftF 9 19-9-1 8trE#£>CDR£*rr* 
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^mxmm^nxi^F a s < ttrasu*' / h 

5 &*£JtL£:££, Fas/Fas'Jfl/F^^ffl, UlCFas^t 
%7#h-isXZWm?%h<Drft;£rLZ> a JMfcWCIte, Fasm ^K)rgJ 
(truncated form) Fas, ^^>/\°^K, ifc^W^Sf 

xJ£b hF a s ftflJ&^MJlScch t hM^o^J ><Z)F c m&UD** 5? >/^?W 
X&tb thFas-Fc (hFas-Fc) Sga^f^ns. F a s 

it-T5^«i:^#s. m^mmmt&mtem'Mwo 9 5/1329 3cd^mi 

#J 1 RtXHBS^mH^W^WO 9 7/4 2 3 1 9 <DmmM*&iZ{Elj&fi&& 

20 i7t. F a s 0N*at:^*^Wt^ F a s S L < , Zl ft «=> <£> 5 

Tfe#{Z^F^8^3 £j 1 4 B#WtB*EIttii^< OT«-Tg-i=^©I 
^S^^^X^X^»T5iF^mt3^fEL (§5t#fP-l 5 5 1 4R£*gf£# 

l 5 
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fP-1 5515) , £bfc¥$9^3 3 6 0 #Tl§lSFi?t^ b BUS If ft IC 
(Sfe#^FERMBP - 5 8 5 4MKtf FERMBP- 5 8 5 5) 
£nT^3*JIW^ir7 0 7^ K (pM 1 3 0 4M'pMl317) KU-K 
$tlTl^FasS»*shFas ( n d 2 9 ) -Fc*<ktfshFas 
5 (nd29) -hinge (S&4#$FfflKfclBfc?gWO 9 7/4 2 3 1 9) tt. 
^ftlOt hFa s(DN»l#S^b2 9f @ST©7S 

10 ^nb<7)*51^{Zffll/^F a s jg!&7 y -fe'T J; 9 F a s 

*f§03T'{£ffi£*l3F a s StttF a s >J#> KOitfcTJ::** T 5 7 
t>7tU3?^l/tf FJfcttFa sgKttFa s U #> K©mRN AM 

Mrsfc^T&nti. ^mimmnznu^, ^(omtLxmrnm^iam^ 

PfliiSWO 9 5/ 1 3 2 9 3 OHijf'J 2 0 izM^SftTt^SF a s 'J # > H 

mr a mm m l t jff«& * «his*n Mf s to^j t l tee r & 

1 6 
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^m^m^rzmmm^mmoy^m - i&mmz* Fas r>^=f-x 
5 mmmmm. zzizit&mizfoCTWij&m* m&m. $um. mmm, 

mnmz. ^rzitrnm. mmwm, &t\ m^n. ©a. stuffi 

jg^/«tS<£jg4RT5il<i:*^^TfeS, #<l*.«\ $J0. 0 1~ 

1 0 0mg/Kg<O<eHTiiS^^Sa^MS:S4R-rsc:<h^nIffi-r*S. L^L 

IS^-^fe^^HS-^SlcSiJIS^nSfc^TttTS:^. $e>lC Fas-Fas 
U #> F<££S££«JT Fas f£##:^L < tejftF as'JA'y Ktafl^ 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



nternational application No. 

PCT/JP99/02477 



I. Basis of the report 



I. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 

pages 

pages 

pages 



□ 



, as originally filed 



, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 1 9 
, filed with the demand 



_, filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



_ , filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



been furnished. 



The amendments have resulted in the cancellation of: 
1 I the description, pages 

□ 

the claims, Nos. 

the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 



I I the entire international application. 



claims Nos. 



because: 



the said international application, or the said claims Nos. 



relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matter of claim 8 relates to a method for treatment of the human body by therapy, which 
does not require an international preliminary examination by this International Preliminary Examining 
Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



□ 



the description, claims or drawings (indicate particular elements below) or said claims Nos. . 
are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. 
by the description that no meaningful opinion could be formed. 



no international search report has been established for said claims Nos. . 



. are so inadequately supported 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



| | the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-7,9 



1-7,9 



1-7,9 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 

Document 1 : Enhanced Apoptosis Relates to Bile Duct Loss in Primary Biliary Cirrhosis, (HARADA, K. 
et al.), Hepatology, 1997, Vol. 26, No. 6, pages 1399-1405 

Document 2: Increased serum soluble Fas (sFas) concentrations in HCV-positive patients with liver 

cirrhosis, (SEISHIMA, M. et al.), Journal of Hepatology, 1997, Vol. 27, pages 424-427 

Document 3: Involvement of the CD95 (APO-l/Fas) Receptor and Ligand in Liver Damage, (GALLE, 

P.R. et al.), J. Exp. Med., 1995, Vol. 182, pages 1223-1230 

Document 4: JP, 9-72901, A (Nippon DPC Corp.), 18 March, 1997 (18.03.97) 

Document 5: WO, 95/13293, Al (Mochida Pharmaceutical Co., Ltd.), 18 May, 1995 (18.05.95) 

Document 6: WO, 97/02290, Al (Mochida Pharmaceutical Co., Ltd.), 23 January, 1997 (23.01.97) 

Document 7: WO, 97/42319, Al (Mochida Pharmaceutical Co., Ltd.), 13 November, 1997 (13.1 1.97) 

Document 8: JP, 9-124509, A (Sumitomo Electric Industries, Ltd.), 13 May, 1997 (13.05.97) 

Document 9: ICE inhibitor YVADcmk is a potent therapeutic agent against in vivo liver apoptosis, 

(ROUQUET, N. et al.), Current Biology, 1996, Vol. 6, No. 9, pages 1 192-1 195 

Explanation: 

Documents 1-4 disclose the fact that apoptosis caused by CD95/CD95 ligand (Fas-Fas ligand) 
interaction (i.e. the binding of Fas ligands to one another) contributes to the destruction of hepatic cells 
that occurs in the bile duct disappearance that occurs in cirrhosis or primary biliary cirrhosis, and that it 
is possible to treat such diseases by suppressing said interaction. 

Documents 5-9, on the other hand, disclose the fact that antisense oligonucleotides against Fas ligand 
genes, anti-Fas ligand antibodies, Fas derivatives and ICE inhibitors, which are all Fas antagonists, 
suppress Fas-Fas ligand binding, thus preventing apoptosis. 

It is thus considered that using the Fas antagonists disclosed in documents 5-9 that suppress Fas-Fas 
ligand binding in order to manufacture preventatives/remedies for bile duct disappearance that occurs in 
cirrhosis or primary biliary cirrhosis would be obvious to a person skilled in the art. 

The subject matter of claims 1-7 and 9 is thus considered not to involve an inventive step. 

The subject matter of claims 1-7 and 9 is considered to have industrial applicability. 
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[ernational application No. 

PCT/JP99/02477 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

It is inferred from the disclosures in the description that the 'Fas antagonists' disclosed in claim 2 
include anti-Fas antibodies. However, it is known that in some cases anti-Fas antibodies may actually 
promote apoptosis, and so it is considered that the desired therapeutic effects may not necessarily be 
obtained. 

With regard to this point, it is considered that there is insufficient substantiation in the description 
concerning the therapeutic effects of anti-Fas antibodies. 
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I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

| | the description: 

pages __ 

pages 

pages 

| | the claims: 

pages 

pages 

pages 

pages 



, as originally filed 
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, filed with the letter of 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 
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the drawings: 
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, filed with the demand 



, filed with the letter of 



| | the sequence listing part of the description: 
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, as originally filed 



filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

| 1 contained in the international application in written form. 

| | filed together with the international application in computer readable form. 

1 | furnished subsequently to this Authority in written form. 

1 [ furnished subsequently to this Authority in computer readable form. 

| | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
| | The statement that the information recorded in computer readable form is identical to the written sequence listing has 

been furnished. 



1 1 The amendments have resulted in the cancellation of: 
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' ' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70 J 7). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

| | the entire international application. 



claims Nos. . 



because: 



El 



the said international application, or the said claims Nos. 



relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matter of claim 8 relates to a method for treatment of the human body by therapy, which 
does not require an international preliminary examination by this International Preliminary Examining 
Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



, — , the claims, or said claims Nos. are so inadequately supported 

I I by the description that no meaningful opinion could be formed. 



no international search report has been established for said claims Nos. . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

[ | the written form has not been furnished or does not comply with the standard. 

[ j the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 

1 . Statement . 

Novelty (N) Claims 1-7,9 YES 

Claims NO 

Inventive step (IS) Claims YES 

Claims 1-7,9 N0 

Industrial applicability (IA) Claims 1-7,9 YES 

Claims NO 



2. Citations and explanations 

Document 1: Enhanced Apoptosis Relates to Bile Duct Loss in Primary Biliary Cirrhosis, (HARADA, K. 
et al.), Hepatology, 1997, Vol. 26, No. 6, pages 1399-1405 

Document 2: Increased serum soluble Fas (sFas) concentrations in HCV-positive patients with liver 

cirrhosis, (SEISfflMA, M. et al.), Journal of Hepatology, 1997, Vol. 27, pages 424-427 

Document 3: Involvement of the CD95 (APO-l/Fas) Receptor and Ligand in Liver Damage, (GALLE, 

P.R. et al.), J. Exp. Med., 1995, Vol. 182, pages 1223-1230 

Document 4: JP, 9-72901, A (Nippon DPC Corp.), 18 March, 1997 (18.03.97) 

Document 5: WO, 95/13293, Al (Mochida Pharmaceutical Co., Ltd.), 18 May, 1995 (18.05.95) 

Document 6: WO, 97/02290, Al (Mochida Pharmaceutical Co., Ltd.), 23 January, 1997 (23.01.97) 

Document 7: WO, 97/423 19, Al (Mochida Pharmaceutical Co., Ltd.), 13 November, 1997 (13.1 1.97) 

Document 8: JP, 9-124509, A (Sumitomo Electric Industries, Ltd.), 13 May, 1997 (13.05.97) 

Document 9: ICE inhibitor YVADcmk is a potent therapeutic agent against in vivo liver apoptosis, 

(ROUQUET, N. et al.), Current Biology, 1996, Vol. 6, No. 9, pages 1 192-1 195 

Explanation: 

Documents 1-4 disclose the fact that apoptosis caused by CD95/CD95 ligand (Fas-Fas ligand) 
interaction (i.e. the binding of Fas ligands to one another) contributes to the destruction of hepatic cells 
that occurs in the bile duct disappearance that occurs in cirrhosis or primary biliary cirrhosis, and that it 
is possible to treat such diseases by suppressing said interaction. 

Documents 5-9, on the other hand, disclose the fact that antisense oligonucleotides against Fas ligand 
genes, anti-Fas ligand antibodies, Fas derivatives and ICE inhibitors, which are all Fas antagonists, 
suppress Fas-Fas ligand binding, thus preventing apoptosis. 

It is thus considered that using the Fas antagonists disclosed in documents 5-9 that suppress Fas-Fas 
ligand binding in order to manufacture preventatives/remedies for bile duct disappearance that occurs in 
cirrhosis or primary biliary cirrhosis would be obvious to a person skilled in the art. 

The subject matter of claims 1-7 and 9 is thus considered not to involve an inventive step. 

The subject matter of claims 1-7 and 9 is considered to have industrial applicability. 
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VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

It is inferred from the disclosures in the description that the e Fas antagonists' disclosed in claim 2 
include anti-Fas antibodies. However, it is known that in some cases anti-Fas antibodies may actually 
promote apoptosis, and so it is considered that the desired therapeutic effects may not necessarily be 
obtained. 

With regard to this point, it is considered that there is insufficient substantiation in the description 
concerning the therapeutic effects of anti-Fas antibodies. 
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